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DETDEN Two forms of COX are now known, a constitutive isoform (COX-1) and an 
inducible isoform {COX-2) of which expression is upregulated at sites 

of 

inflammation (Vane, J. R.; Mitchell, J. A.; /^pleton, I»; Tomlinson, 

A.; 

Bishop-Bailey, D.; Croxtoll, J . ;Willoughby, D. A. Proc. Nail, Acad. 

Sci. 

USA, 1994, 91, 2046) . COX-1 is thought to play a physiological role and 
to be responsible for gastrointestinal and renal protection- On the 
other hand, COX-2 appears to play a pathological role and is believed 



be the predominant isoform present in inflammation conditions. A 
pathological role for prostaglandins has been in^licated in a number of 
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to 



human disease states Including rheumatoid arthritis and osteoarthritis, 
pyrexia, asthma, bone resorption, cardiovascular diseases, 
dysmenorrhea, 

premature labour, nephritis, nephrosis, atherosclerosis, hypotension, 
shock, pain, cancer, and Alzheimer disease. It is believed 
that compounds that would selectively inhibit the biosynthesis of 
prostaglandins by intervention of activity of the enzyme COX-2 on 
arachidonic acid would provide alternate therapy to the use of 
conventional NSAIDs or corticosteriods in that such compounds would 
exert anti-inflammatory effects without the adverse side effects 
associated with COX-1 inhibition. 

The confounds of the present invention may also be used in combination 
with anticancer agents such as endostatin and 
angles ta tin or cytotoxic drugs such as adriamycin, daunomycin, 
cis-platinum, etoposide, taxol, taxotere and alkaloids, such as 
vincristine, and antimetabolites such as methotrexate. 
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